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Methods: Platelet aggregation was measured with the point-of-care MICROSTM cell 
counter (ABX Dlagnostcs, Irvine, CA) and the PlateletworksTM test platform (Helena Lab- 
oratories, Beaumont TX) using 20 FM ADP agonist in 20 human healthy volunteers 
before any drug administration (0 hours) and 4 hours following clopidogrel 450 mg oral 
administration. Subjects with percent platelet aggregation -> 70% at 4 hours after clop~. 
dogrel administration were considered to be non-responders. Subjects with percent 
platelet aggregation c 70% at 4 hours after clopidogrel administration were considered to 
be responders. In viva CYP3A4 activity at baseline and 4 hours after clopidogrel was 
measured by the erythromycin breath test. Results were compared using a two group t- 
test. 
Results: Twenty-five percent (5120) of the subjects did not respond to a loading dose of 
clopidogrel. Platelet aggregation was significantly higher in the non-responders as com- 
pare with the responders 4 hours after clopidogrel administration (80 f 9% vs. 37 _+ 20%, 
p=O.O002). The metabolic activity of CYP3A4 in the clopidogrel non-responders was 
lower than in the responders (1.9~ 0.7% vs. 2.7$1.0 % “c0, exhaled/hour, ~~0.15). 
Conclusion: This study demonstrates that clopldcgrel non-responders exist and that 
they have lower metabolic activity of CYP3A4. These results, in addition to our previous 
observation that atorvastatin and potentially other CYP3A4 substrates attenuate the 
platelet inhibitory activity of clopidogrel, amplifies the importance of determining whether 
platelet aggregation inhibition targets are being met in individual patients by point-of-care 
platelet aggregation testing. 
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Baltimore, MD, Duke Clinical Research Institute, Durham, NC 
Background: Persistent platelet activation may contribute to thrombotic events in patients 
with congestive heart failure (CHF). Chronic use of platelet inhibitors could therefore rep- 
resent an independent avenue to improve morbidity, mortality, and quality of life in this 
expanding population. We assessed antiplatelet propelties of clopidogrel with aspirin 
(C+A) versus aspirin alone (A) in CHF patients with heightened platelet activity. 
Methods: Patients with LVEF < 40%, or CHF symptoms in the setting of preserved sys- 
tolic function and NYHA Class II-IV were screened. Patients were considered to have 
platelet activation when 4 out of the following 5 parameters were met: ADP- induced 
platelet aggregation>60%; collagen-induced aggregation >70%; whole blood aggrega- 
tionzl8 ohms: expression of GP Ilb/llla> 220 log MFI; and P-selectin cell positivity > 8%. 
All patients received aspirin 325 mg for at least a month prior to screening. Patients were 
randomly assigned to C+A (n=25), A (n=25) groups, or represent screen failures (n=36). 
Platelet studies were performed at baseline and after 30 days of therapy. 
Results: There were no deaths, hospitalizations, or serious adverse events. There were 
no changes in platelet parameters in the A group. In contrast, therapy with C+A resulted 
in a significant inhibltion of platelet activity assessed by ADP- (p=O.OOOOl), and epineph- 
rine-induced (p=O.O016) aggregation, closure time (p=O.O4), expression of PECAM-1 
(p=O.O09). GP lb (p=O.O06), GP Ilb/llla antigen (p=O.OOOl), GP Ilb/llla activity with PAC- 
1 (p=O.O021), CD151 (p=O.O026) when compared with A group. Therapy with C+A also 
resulted in the reduced formation of platelet-leukocyte microparticles (p=O.O21). Col- 
lagen-induced aggregation in plasma and in whole blood, expression of vitronectin 
receptor, P-se&tin, CD63. CD107a, and CD107b did not differ between groups. 
Conclusion: Treatment with C on top of the ASA provides greater inhibition of platelet 
activity than aspirin alone in CHF patients. Patients with CHF exhibiting heightened 
platelets represent a potential target population in which addition of clopldogrel may 
decrease mortality by reducing incidence of thrombotic vascular events. 
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Background: Much attention has currently being given to the phenomenon of aspirin 
resistance as a potential cause of therapeutic failure for patients taking this agent. 
Despite this attention, llttle is known regarding factors that may predispose to asplrin 
resistance and how to identify aspirin-resistant patients. 
Methods: We studied 13 healthy volunteers (mean + s.d. age = 25.5 + 5.9 years) in an 
open-labeled study. Each subject received a single oral 325 mg dose of aspwn. Blood 
samples were drawn at 0, 5. 10, 15, 20, 25, 30, 45, 60, 75, and 90 minutes and at 2, 4, 6, 
8, 12, 24, 48, and 72 post-dose to determine the onset of duration of aspirin effect. Plata- 
let aggregatton was assessed at each time point using whole blood impedance aggrego- 
metry with collagen (I .O mcg/mL) and arachldonlc acid (0.5 mM) as pro-aggregants. The 
onset of aspirin affect was defined as at least 25% inhibition of aggregation compared to 
baseline. The duration of aspirin effect was defined as a return of platelet aggregation to 
75% of baseline. 
Results: The onset of aspirin effect was within 30 minutes for 9 subjects and within 90 
minutes for all subjects in response to collagen. In response to arachidonic acid, the 
onset of affect was within 30 minutes for 12 subjects and within 45 minutes for all sub- 
jects. By 24 hours, the aspirin effect had worn off in 2 subjects in response to collagen 
and in 2 additional subjects by 48 hours post-dose. Inhibition of platelet aggregation in 
response to arachidonic acid persisted throughout the 72.hour study in all patients. 
Conclusion: Whole blood aggregometw may prove to be a useful tool in detecting aspirin 
resistance. Using this method, we have determined that a 24.hour dosing intewal may be 
insufficient in mamtaining the antiplatelet effects of aspirin in a significant number of 
patients. In these patients, twice daily dosing of aspirin may be needed to maintain thera- 
peutic efficacy. Future studies are needed ln patients with cardiovascular disease to 
identify the prevalence of aspirin resistance in this population. 
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Background: Anticoagulant therapy with warfarin has established efficacy in the preven- 
tion of thromboembolic events. However, its potential benefits are limited by the risk of 
excessive antIcoagulatIon and subsequent serious or fatal hemorrhage. We sought to 
identify patient characteristics that predict excessive international normakzed ratio (INR) 
response after initiation of a uniform warfarin dosing regimen. Methods:Among patients 
(pts) in the Coumadin Aspirin Reinfarction Study (CARS) who were randomized to treat- 
ment with warfarin 3mg daily, excessive INR response was defined as INR >4.0 after one 
week of therapy. The dose of wariarin was fixed, and INR measurements were per- 
formed at the end of first week of therapy by a core laboratory using the same thrombo- 
plastin reagent (International Sensitivity Index, lSl=O.97). A logistic regression model was 
used to assess the relationship of baseline characterlstlcs with excessive INR response. 
Results: Out of 2,980 treated pts, 167 (5.6%) had an INR >4.0. Pts with excessive INR 
had significantly lower body weight or were older, of Asian ethnicity, or on fibrate therapy. 
Blacks had a much lower risk of excessive INR than other races. 
Variable P Odds Ratio (95% Confidence Interval) 
Weight 0.0001 1.16(1.12,1.25)for10Ibsdecrease 
Asian O.OOOl 5.06 (2.51, 10.19) 
Age 0.0001 1.36 (1.17, 1.59) for 10 years ~ncraase 
Black 0.019 0.094 (0.013, 0.68) 
Fibrate therapy 0.048 2.44 (1.01,5.92) 
Conclusion: These findings identify important patlent characteristics that are predictive 
of excessive anticoagulation despite modest doses of waiiarin and emphasize the recog- 
nition of high-risk clmical features. Such individuals may require more intensive monltor- 
ing and counselmg during warfarin therapy. 
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17th to 20th Week After the Initiation of Amiodsrone 
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Background: Amiodarone and warfarin interact and warfarin dose is reduced when ami- 
odarone is initiated. Whether further adjustments in warfarin dosage can be anticipated is 
unclear. 
Objective: To determine whether and when adjustment of warfarin dosage after Initiation 
of amiodarone is needed. 
Method: We retrospectwely reviewed Anticoagulation Clinic patbents who initiated amio- 
darone while on warfarin therapy to determine the timing of amlodarone and wariarin 
interactions. INR readings were analyzed for 40 weeks after initiation of amiodarone. 
INRs >5.0 were defined as Grade I interactions; INR > upper target but < 5.0 were 
defined as grade II interactions. 
Results Of 524 patients, 24 had amiodarone started while on wariarin. Fourteen had 
their warfarin dose reduced when amiodarone was started. After the initiation of amio- 
darone, Grade I or II INR elevations were observed in 47% (41/87) of clinic visits during 
the first 8 weeks and 53% (20/38) from the lFh week to 20’” week. There were 8%(7187) 
grade 1 interactions observed during the first 8 weeks and 13% (5/38) Grade I interac- 
tions from week I? to week 20’” (see figure). 
Conclusions Amiodarone and wariarin interaction was bimodal with peaks in INR dur- 
ing the first two months and during the 17’h-20’h weeks after initiation of amiodarone. In 
addition to warfarin dose adjustment during initiation of amlodarone. more frequent INR 
checks may also be necessary 17 to 20 weeks later. 
